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- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
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earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )KI Responsive to communication(s) filed on 23 July 2008 . 
2a )□ This action is FINAL. 2b)^ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1-24,36-75 and 87-90 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) |EI Claim(s) 1-24,36-75 and 87-90 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) Q The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
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20 Certified copies of the priority documents have been received in Application No. . 
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application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(f) he did not himself invent the subject matter sought to be patented. 

Claims 1-24, 36-75 and 87-90 are rejected under 35 U.S.C. 102(f) because the 
applicant did not invent the claimed subject matter. While the parent applications 
disclose the same invention, there is no common inventor in the present application and 
the parent applications. Where it can be shown that an applicant "derived" an invention 
from another, a rejection under 35 U.S.C. 102(f) is proper. Ex parte Kusko, 215 USPQ 
972, 974 (Bd. App. 1981). 

(e) the invention was described in (1 ) an application for patent, published under section 1 22(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351 (a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 

Claims 1-24, 36-75 and 87-90 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Jain et al. US 20020012675. 

Jain teaches a nanoparticulate composition comprise a nanoparticulate drug or 
other agent to be administered, such as a crystalline or amorphous nanoparticulate drug 
or other agent, or a combination of a crystalline and amorphous nanoparticulate drug or 
other agent, having an effective average particle size, prior to inclusion in the 
composition, of less than about 1000 nm. The composition also comprises at least one 
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surface stabilizer associated with the surface of the nanoparticulate drug or other agent. 
Optionally, one or more auxiliary excipient materials can also be included in the 
controlled release composition (paragraphs 0014 and 0040). The claimed particle size 
is disclosed in paragraphs 0016 and 0052. Specific drugs include glipizide are 
disclosed in paragraphs 0045-0047, 0122 and examples. Specific surface stabilizers 
are disclosed in paragraphs 0048-0051. Jain further teaches the claimed method of 
making the nanoparticulate dosage form (see paragraphs 0068-0076). 

Claims 1-24, 36-75 and 87-90 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Jain et al. US 6,316,029. 

Jain teaches a nanoparticulate solid formulation comprises a poorly soluble 
nanoparticulate active agent to be administered, having an effective average particle 
size prior to inclusion in the dosage form of less than about 2000 nm, at least one 
surface stabilizer adsorbed on the surface thereof, and at least one pharmaceutical^ 
acceptable water-soluble or water-dispersible excipient. The poorly soluble 
nanoparticulate active agent can be in a crystalline form, semi-crystalline form, 
amorphous form, or a combination thereof. The effective average particle size of the 
nanoparticulate active agent prior to inclusion in the dosage form is less than about 
1500 nm, less than about 1000 nm, less than about 600 nm, less than about 400 nm, 
less than about 300 nm, less than about 250 nm, less than about 100 nm, or less than 
about 50 nm (column 5, lines 45-64). Poorly soluble active agents include glipizide are 
disclosed in column 6, lines 34 through column 7, lines 1-3; and examples. Suitable 
surface stabilizers are disclosed in column 7, lines 17 through column 8, lines 1-19. 
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Jain further teaches the claimed method of making the nanoparticulate dosage form 
(columns 10-11). 

Claim Rejections - 35 USC § 103 

Claims 1 -8, 1 0, 1 1 , 1 3-1 5, 1 7-24, 40-43, 45-50, 52, 53, 55-65, 67, 68, 70-75 and 
87-90 are rejected under 35 U.S.C. 103(a) as being unpatentable over Liversidge et al. 
US 5,145,684, in view of Stamm et al. WO 98/31360 A1 . 

Liversidge teaches a dispersible particle comprising from about 0.1-60% 
crystalline drug substance, and from about 0.1 to about 90% surface modifier. The 
particle has an effective average particle size of less than about 400 nm (abstract; 
column 2, lines 31 -43; and column 5, lines 65 through column 6, lines 1 -5). Suitable 
drug substance includes anti-diabetic agents (column 3, lines 57-58). Surface modifier 
includes hydroxypropyl cellulose (column 4, lines 34-63). Liversidge further teaches a 
method for preparing the dispersible particle comprising dispersing a drug substance in 
a liquid dispersion that contains surface modifier to form a premix, homogenizing the 
premix, and subjecting the premix to grinding media (column 5, lines 41 through column 
6, lines 1-17). The obtained dispersion of surface modified drug nanoparticles is 
combined with pharmaceutical excipient to form pharmaceutical formulation for oral, 
rectal, injection administration, and the like (column 7, lines 48-64). 

Liversidge does not explicitly teach the claimed active, such as glipizide. 

Stamm teaches a composition having high bioavailability comprising micronized 
glipizide as active agent suspended in a solution containing surfactant (page 5, lines 32- 
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38; examples 1 and 6). Stamm further teaches active agent in micronized form having 
particle size below 20 urn. Thus, it would have been obvious to one of ordinary skill in 
the art to select glipizide as an active agent because Stamm teaches that glipizide is a 
well known insoluble drug, and that the need to improve dissolution and bioavailability of 
glipizide is well known in the art, and because Liversidge teaches a formulation suitable 
for improving bioavailability of a wide variety of active agents including anti-diabetic 
agents (abstract; and column 3, lines 57-58). 

It is noted that the cited references do not expressly teach the claimed 
properties, such as the T max , C ma x, AUC, and release profiles. However, it is the position 
of the examiner that the composition taught by the cited references would have the 
properties similar to that of the claimed properties, because the references teach the 
use of the claimed surface modifying agent hydroxypropyl cellulose to obtain a surface 
modified nanoparticle having effective particle size of less than 400 nm. It is noted that 
products of identical chemical composition cannot have mutually exclusive properties. 
A chemical composition and its properties are inseparable. Therefore, if the prior art 
teaches the identical chemical structure, the properties applicant discloses and/or 
claims are necessarily present. In re Spada, 911 F.2d 705, 709, 15 USPQ2d 1655, 
1658 (Fed. Cir. 1990). 

Claim 16 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Liversidge etal. US 5,145,684, in view of Stamm etal. WO 98/31 360 A1 and Baralle et 
al. GB 2316316. 
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Claim 16 was indicated allowable during the interview dated 03/21/07. However, 
upon reconsideration, claim 16 is rejected for the following reason: 

Liversidge is relied upon for the reasons stated above. Liversidge does not teach 
the second population of particle having different particle distribution from the particle 
distribution of (a). However, bimodal particle distribution is known in pharmaceutical art. 
Baralle teaches a liquid composition comprising bimodal particle size distribution 
suitable for parenteral administration (abstract; page 3, lines 23-32; and page 7, lines 3 
through page 8, lines 1-23). Accordingly, depend in the release profile desired, the 
skilled artisan would have been motivated to modify the formulation of Liversidge to 
include the bimodal particle distribution in view of the teaching of Baralle, because 
Baralle teaches a bimodal particle distribution is known in pharmaceutical art, because 
Baralle teaches a bimodal particle distribution that exhibits a useful sustained release 
profiles that is free of serious side-effects (pages 3-4). 

Claims 36-39 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Liversidge etal. US 5,145,684, in viewofStamm etal. WO 98/31 360 A1 and Lo etal. 
4,389,397. 

Liversidge is relied upon for the reason stated above. Liversidge does not 
explicitly teach the viscosity of the liquid dosage form. However, the viscosity of the 
dosage form is inherent because Liversidge teaches a viscosity of the premix 
suspension is less than about 1000 centipoise (1000 mPas) (column 6, lines 5-31). 
Further, Lo is cited for the teaching of low water solubility drug is preferably formulated 
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in liquid dosage form having low viscosity to achieve excellent stability and syringability 
(abstract; and column 4, lines 10-17). Thus, it would have been obvious to one of 
ordinary skill in the art to modify the liquid dosage form of Liversidge in a low viscous 
solution in view of the teaching of Lo to obtain a stable liquid dosage form suitable for 
water-insoluble drug. This is because Lo teaches Lo teaches liquid dosage form having 
high viscosity will cause precipitation, irritation and tissue damage at the injection site 
(column 1 , lines 25-29), because Lo teaches a low viscosity liquid dosage form 
overcomes the disadvantages in the prior arts and exhibits excellent syringability (ID), 
and because Liversidge teaches the desirability of obtaining a suitable liquid dosage 
form useful for a wide variety of water-insoluble drugs. 

Claims 9, 12, 44, 51 , 54, 66 and 69 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Liversidge et al. US 5,145,684, in view of Stamm et al. WO 98/31360 
A1 and Parikh et al. WO 98/07414. 

Liversidge and Stamm are relied upon for the reason stated above. The 
references do not teach the steps in claim 44, as well as the use of at least two surface 
stabilizers. 

Parikh teaches a composition comprising microparticles of water-insoluble drugs 
and method for preparing same (abstract). The composition comprises the use of 
combination of surface modifiers and a phospholipid (page 3, lines 4-16). The method 
comprises mixing the insoluble drugs particle with phospholipid and precipitating from a 
dissolved mixture of the substance, phospholipid and surfactant followed by sonication, 
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milling, homogenization, and solvent precipitation (page 8, first paragraph). Thus, it 
would have been obvious to one of ordinary skill in the art to modify the method of 
Liversidge using the steps in view of the teaching of Parikh, because Parikh teaches a 
method suitable to prepare water-insoluble drugs that converts lipophilic to hydrophilic 
surfaces with increased steric hindrance/stability, and possibly modify zeta potential of 
surfaces with more chare repulsion stabilization (page 3, last paragraph). 

Response to Arguments 

Applicant's arguments filed 07/23/08 have been considered but are moot in view 
of the new ground(s) of rejection. 

Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to S. Tran whose telephone number is (571) 272-0606. 
The examiner can normally be reached on M-F 8:00 am to 5:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Woodward can be reached on (571) 272-8373. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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